The advantages of such studies to the UK include direct financial investment, job creation, infrastructure development and within the NHS, a proportion of patient treatment costs. The UK Government are fully aware of the benefits and have not only reallocated resources, but have developed several initiatives to improve the process of approving and funding clinical research. Two important initiatives have been the introduction of IRAS and the NIHR portfolio.
IRAS comprises a coordinated system for gaining NHS Permissions (NIHR CSP) where applications for Ethics and Research and Development (R&D) can be made along with other approvals, such as MHRA (Medical and Healthcare products Regulatory Agency), using just one online application system. This is a major advance over the previous system, not only for single but also multicentre studies where Site Specific Information (SSI) is automatically generated online. Partly as a result of introducing this system applying for ethical approval has become easier.
The NIHR portfolio has been introduced to provide service support costs and also the research governance costs associated with research. Once on the portfolio, researchers can access R&D infrastructure and support, research governance, training courses such as Good Clinical Practice (GCP), research nurses, administrators and additional costs incurred by the study eg nursing, pharmacy, imaging and clinician's time. Adoption onto the portfolio is automatic for those studies funded by the
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The introduction of IRAS (Integrated Research Application System) has streamlined the approvals processes for research studies in the UK. However, a major rate limiting step still exists in the form of R&D approvals for multicentre studies. Our experiences with R&D in gaining the necessary approvals for a multicentre observational study examining cleft lip and palate services in the UK highlight the principal difficulties. Recommendations are made as to how the process could be radically improved.
CLINICAL RESEARCH IN THE NHS
The UK has the potential to be a world leader in clinical research because it has a relatively large population living in a small geographical area, covered by a single comprehensive healthcare system -the National Health Service (NHS). In recent years there has been a realisation that to attract large funded multicentre clinical studies to the UK, the process for gaining research approvals must be streamlined.
Despite the introduction of IRAS, obtaining R&D approvals for multicentre studies is a major rate limiting step. Our experience with cleft research demonstrates that this approvals process must be drastically and rapidly improved if we wish to continue attract clinical research to the UK. 1 This has not only ensured that NHS funding for research follows funded and approved activity, but has encouraged both primary and secondary care trusts to participate in research.
Given these changes the process of setting up a study and gaining necessary approvals should now be straightforward. However, gaining R&D approvals at multiple sites has become more challenging and is now the main rate limiting step in setting up clinical research studies in the UK.
ARE THE NEW SYSTEMS WORKING?
Recent correspondence in the broadsheets has suggested that if the NHS wishes to engage in world-class research, R&D departments in hospital and primary care trusts need a radical overhaul. 2 This was echoed by Fudge et al. 3 in their Stroke Survivor Needs Survey in 44 practices across the UK, where approvals took between seven and 135 days, and in the IMPROVE trial where permissions took up to 50 weeks. 4 The point was made in subsequent correspondence that the autonomy being promoted by Government policy, which encouraged individual NHS organisations (and their R&D departments) to work independently in order to meet their local needs, was partly to blame. 5 More recently, the Academy of Medical Sciences 1* Head of School and Professor of Orthodontics, 2 Professor of Paediatric Dentistry, 3 Project Manager/ Research Fellow, 4 Systematic Reviewer, 5 Lecturer in Psychology, 6 Professor of Epidemiology, 7 • Provides information on the approvals process for obtaining permissions for running multicentre observational studies.
• Outlines the difficulties that might be encountered in obtaining these approvals.
• Makes suggestions to streamline the approvals process.
I N B R I E F OPINION OPINION
have reviewed the permissions process and have acknowledged inconsistencies of approach in granting approvals across R&D departments. 6 Particular problems were identified for multicentre studies regarding duplication of permissions and differing interpretations of checks and requirements by each R&D department.
OUR EXPERIENCE OF RUNNING A MULTICENTRE OBSERVATIONAL STUDY
In 2008 we were awarded an NIHR Programme Grant to examine head and neck cancer and cleft lip and palate services in the UK. We are well placed to conduct this study having carried out a similar project under the auspices of the Clinical Standards Advisory Group (CSAG) in 1998. 7 The original CSAG study required no ethical approval (being regarded as audit), collected outcome and service evaluation data across 57 sites and was completed in 18 months. As a result, cleft services in the UK were centralised to 18 sites. The focus of the 2008 programme grant is an evaluation of the impact of this centralisation process. Once again we are collecting patient outcome and process data.
Such a project should be less challenging than running a clinical trial as we are collecting observational (mainly clinical) data rather than carrying out an intervention. Following centralisation there should be fewer clinicians and clinical services to interact with than previously (only 18 sites). However, this has not been the case and we have only recently started to collect outcome data. The R&D process has been the major rate limiting step. We have found repeated inconsistencies in the interpretation of rules by staff, who although willing and helpful, are often unsure of the regulations. This has been exacerbated by a high turnover of R&D staff in some instances.
Using the new IRAS system, in 2008 we applied for and gained ethical and global R&D approval online. This took 154 days. We then set about acquiring R&D approval from each of the individual trial sites. To date we are still awaiting three local R&D approvals and this is some 327 days since the initial ethics submission.
In order to minimise the burden for local PIs, usually busy clinicians, the Bristol research team completed the SSI section of the IRAS form for each centre. A number of issues arose with this process. Initially R&D departments insisted that every member of each local multidisciplinary clinical team was expected to provide a CV and have their details entered on their SSI form. However, we negotiated with individual R&D departments that they would request only the CVs of the clinical leads within each team (eg paediatric dentist, cleft surgeon, speech and language therapist). This still totalled eight CVs per team, so that including the Bristol research team, 140 CVs were required.
Secondly, requirements for completion of the SSI forms varied between R&D departments. Some required simple sign off by the Head of Department(s), others requested internal financial approval and others appeared to step outside their remit, requesting changes to patient/parent information sheets that had already been approved centrally by Ethics. Such variations often took weeks to process and sometimes required approval from large committees (who met infrequently) to finalise completion.
Once local SSI forms were completed, contracts were issued between the sponsoring organisation (trust) and the 18 local sites. Each contract required close communication between sponsoring R&D and local R&D departments, a process requiring support from the Bristol research team. Despite constant input and facilitation we are still waiting for contractual sign off at three sites.
An additional layer of complexity arose as up to four members of the Bristol based research team were required to attend clinics at the 18 centres to ensure standardisation of methodology and measurements, to allow valid comparisons between centres. Before this, letters of access (LOA), research passports (RP) and/or honorary contracts (HC) had to be issued. The Bristol team includes two NHS employed researchers, one university-employed researcher with an honorary NHS contract and one university-employed researcher with no honorary contract. Requirements for access differed for each researcher across study sites regarding the necessity of LOAs, RPs, honorary contracts, occupational health The system of R&D approvals has to change if we are to attract clinical research to the UK. Undoubtedly the system can be made to work efficiently and effectively if commonsense prevails and permissions for multicentre studies are processed centrally using the current IRAS online system. Failure to address these problems urgently may see a decline in clinical research in the UK and without this, patient care, outcomes and quality of life cannot improve, irrespective of how much governance and paperwork is in place.
For clinical observational studies like ours there are some additional issues. Delays in recruitment to trials may waste time and resources but they are unlikely to affect the validity of the trial. Also randomisation may well iron out any subtle differences with eligibility criteria or measurement between centres. For observational studies this is not the case. Delays mean that comparisons may no longer be valid and systematic differences in measurement between centres could create artefactual differences in outcome. Furthermore the findings of trials are not likely to be affected by the percentage of eligible participants recruited, whereas those for observational studies may well be a function of the response rate if linked to outcome. For these reasons it is crucial that clearance and Criminal Record Bureau (CRB) checks ( Table 1 ). Trusts that did not require an LOA or RP did require honorary contracts. Having issued honorary contracts one trust then requested that the research team attend an Induction and Orientation course. Given that the total amount of time we planned to spend in this trust was no more than three days in an 18 month period, this seemed disproportionate. Even the forms used to generate the LOA varied. We started by using the standard proforma (available through the NIHR website 8 ) for all sites, but two sites asked us to use their bespoke application forms leading to further delays. Although the study subjects were all children not all sites requested an Enhanced CRB check. Occupational health requirements were equally inconsistent. It was hoped the host R&D and/or human resources departments would have supported their local teams, but they appear to have been swamped by the administrative processes this system has created. On many occasions the research team had to clarify matters for R&D departments who were unsure of the regulation detail.
The time required to complete the R&D approvals process and to gain access to local sites for data collection has been excessive. Currently, there are still unresolved issues and we have not yet started data collection at all sites. Consequently pre-arranged data collection visits have been postponed, wasting researcher, clinician and ultimately patient/families' time.
SUMMARY AND RECOMMENDATIONS
On a positive note, there is now direction from the Academy of Medical Sciences that the public and researchers have a common interest in ensuring that research is conducted safely and effectively and that regulation should be proportionate to the risks and benefits. The report 6 mapped out existing constraints as: delays and duplication in obtaining research permissions from NHS Trusts, complexity and inconsistency R&D approvals are not only speeded up but also synchronised. It is also important the support cost mechanism is reviewed, so that (where appropriate) some support costs can be directly allocated to central research teams and that rewards take account of response rate as well as numbers recruited.
Within the R&D approvals process we would like to see: • A single R&D process for multicentre studies • Timelines to progress all R&D approvals to be agreed and coordinated centrally • CRB checks should be held centrally or by the single sponsoring trust • A single universally accepted file or passport (CVs, SSIs etc) for researchers accessing multiple sites.
